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m m m 

:^mmit^ 3,3,3- b U7;V:^D-2-t h* D^i^-2-7<^;i/-N-(5,5,10- h U :^=3f:V 
-4,10-i?b h*D9^3iy [3,2-c][l]^>^/^3^tr>-9-'f;i/)rn>''?>T^ K 
[3,3, 3-trif luoro-2-hydoxy-2-methyl-N-(5 , 5 , lO-trioxo-4 , 10-dihydrothieno- 
[3,2-c][l]benzothiepin-9-yl)propanamide] (J!UT> i^^^fciiSbT'fb-^ (I) t 

xi±. ^«Dm^. mwmwm^^^\^^xmm.m<D-^mMs mnu) mm-t^m^i^^ 

wm±. Mni^x.wunmh-^^tsmmt^m.mu^(D&mmun-^^\fx\^^ 

IzL—uuV— (Urology) ^ 50^s -tJ-r;!/^ > h 6A-#. 36-52M (1997^) ] o JBI 

BEST- AVAILABLE COFif 
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:^Di^— (The Journal of Physiology) ^ 494^^ 1-^^ 1-16H (1996^) \ tiU 
>h • \^^ -yV"$'—'^yy (Current Drug Targets) s 1-^^ 1-20M (2001 

^)s ^ • :7 ^ n i^:^ :fcr >>:^::Mf :*7 (Acta Physiologica Scandinavica)s 
173^3-^. 323-333:^ (2001^) ] o 5i^a&BajfelCji^^#acD»#^g^MScDK 

5 DDS^- (Urology) , 30#s 5-^. D-y'JV^>hU 22-26M (2002^) ] o 

it^m (I) ^tc\±^(Dmm^mizm^^n:^mifim^^m'^m^m^ 

^lltifi^iotlX^t) (W098/46587) ^ (I) ^tzit^cDmm^mzm^^ 

ttm^tlX\^^^ (WO02/07852343cttFWO02/078710) o 

^^BJJis iikT<D (1) ~ (21) fcMf 
(1) (a) ^ (I) 




xm.^n^i,^,Z-VVyMu~2-}i KDdpe/-2-p<^;i/-N-(5,5,10-h 
-4,10-$^b h*P^3:>^[3,2-c][l]'^>y^:nfc:>-9-i';b)rD>'"^>T^ 

(2) 3,3,3- h ^)y)VitU-2-\i Yue^ly-2-^^)V-^-{h,'Q,l{i-Y\)^^v-i,li)~ 

i^b Kn^3iy[3,2-c][l]^>^/5^3zb->-9-^;H:7°n/i>7'^ K*^^ (la) 
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aa) 



"C^^tli>(S)^(+)-3.3,3-h »;7;i/3|-p-2-t KD^i/'-2-p<^;i/-N-(5,5,10-h U 

-^$>^m (1) mmm(Dmmm^m. 

is) m^V>Mt)^:t^iy^^->. rDt:^U>, h;V^D>:^>^ ^J^'J^j::^^^ 

±X'^^m (1) m^tzitm (2) ]gfa«^®gmM^^^^ 

(4) (a) ^ (I) 



-e^^tlS3,3,3-h U:7;i/:^D-2-fc l«Ddf-i/-2-^^;i/-Nr{5,5,10-h U:^=3pv 
l<P^3:^>'[3,2-c][l]'^>\/^j:t:y-9-^;b)rD/1>5'^ KSfeJ* 

(5) 3,3,3- h ';7;i/;rD-2-t: KD^S>-2-p<5^;i'-N-(5,5,10-h >;:^^V-4,10- 
S;t KD5^aiy [3,2-c][l]^>\r5=-:clf >-9-r;i/)7"D>'1>T^ K:bs^ (la) 




o 



(I) 
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T-m^tl^(S)-(+)-3,3,3-h U7;i/:^D-2-li h'D:3pe^-2-^^;V-N-(5,5,10- b U 
:t^y-4 , 10-^^ t K n ^ ^ [ 3 , 2-c] [ 1 ] ^ > ^ 5=-:i^ t° V-Q-'f ;i/ ) D /I > T ^ K 

(4) mmcDm^mmm^mms 

U'=iVyMti^yir^i^y'^—>. rntr^U^, h;i'7^Di;>, 

±f$.ss (4) (5) ]gia«©5©tsiiii^flife?^^Js 

(7) (a) ^ (I) 




■e^^tL-S3,3,3-h U 7;i/:?|-D-2-t K 0:^^-2-^ 5^;i/-N-{5, 5,10- h U ;2|-=^V 
-4,10-$;t h'O^J^y [3,2-c][l]^W^^3::t:>-9->r;i/)roy1>T^ HSfeJ* 

(8) 3,3,3- h U y)\/^xi-l-\L Yxi^^^-l-:^^)\,-^-{^,l,l^-Y\)i!s-^v-ii.,\^- 
S^b l«D5^a:y [3,2-c][l]^>\/^3ifc:>-9-'f ;i/)rDy'l>T^ K>f)SS; (la) 
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■ 
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•r^^n^(S)-(+)-3,3,3-h U:7;i/;rt?-2-h KD^^-2-;^^;i;-N-(5,5,10- h U 

Tfe^s (7) -mmmcD^^y hs 

(9) m=r u >^j*s:4-:3j^sy:^^->^ ^Pt^^uvs h;v7^D>:^>; 
hDe«i7As :7;i/ hDt:i>A^ rhntf^^ ;^=34^^^>^ v U.7x:h$/>j3<ttJf 

(7) m^tzitm (8) ]lfB«fe©^^y hs 

(10) (a) ^ (I)' 




■^^^ n S 3 , 3 , 3- h U 7 D -2- h K D =^ ^>-2-pt ^;i/-N- ( 5 , 5 , 10- h U :^ y 
-4, 10-$^ t K D 5=^0^ y [ 3 , 2-C ] [ 1 ]^ > t: >-9— r ;V)>^D/1>T^J<^:fcJ4 

(11) 3,3,3-b '; :7;V:tn-2-t b'D:3f.$^-2-p<5^;i/-N-(5,5,10-h U;r=3^V-4, 10- 
S^t h'D^^jiy [3,2-c3[l]^>\;5^a:t!>-9— f;i/)rD/l>T^ h*^&s^ (la) 
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-t?^^tlS(S)-(+)-3,3,3-h U7;i/:tD-2-fc FP^i/-2-^^;V-N-(5,5,10- h U 

-t^afe^^ (10) mmmcDMmmmmcDmmm^^y h> 

±-r-fes^ (10) ig$fc»^ (11) mm(om^mmm(o^mm^^if v. 
(13) in;rlU>^J^l^l^^c:t}/fc{i^^^gv^TS[I>^l::^m'r^fe^&o^ (i) 




T-^^tlS3,3,3-b U7;V5j-D-2-fc b'D^i/-2-p?^;V-N-(5,5,10-h U:t#V 
-4,10-i?ti KD5^:iiy [3,2-c][l]^>V/^act:>-9-f;i/)rD>'t>7'^ K^feJ* 

(14) 3,3,3- h U:7;i/:^D-2-b Kd:^$/-2-p<^;1/-N-{5,5,10- h U:^^V-4, 10- 
i^b Kn5^:n^[3,2-c][l]^>y5=-:3^li>-9-'l';V)rD/'-^>T^ (la) 
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■^^^n^{S)-(+)-3,3,3-h ';7;V;e-D-2-t KD^e^-2-^^;i/-N-(5,5,10-h U 
:t=^V-4,10-i^t KD^:ny [3,2-c][l]^>\;^3^tr>-9— r;V)rD/^>T^ 
T*^S^ (13) IgfBtSCD3,3,3-> U :7;i/;tD-2-t FDdr^>-2-^5^;i/-N-(5, 5,10- 

(15) in;:ir U >^Ji)S:^^5/>^5=-— rDt!^U>^ h;i/7^D^>s ^'U^airhi/ 

±-V^^m (13) (14) ]SfB«g®3,3',3-'h U7;i/^n-2-t |*D:3f-i/-2- 

p<^;i/-N-{5,5,10-h U:^^V-4,10-i^b KP^Jiy [3,2-c][l]^>y5^a:lf > 

(16) m33^;>^Ji:^tB§tISfe{±RF^^gV^TSlJ-<^'{c:#ffl-r^fe4^)©^ (I) 




•^^^ti?>3,3,3-h U7;i/:tD-2-t Kd^$/-2-^5=-;V-N-(5,5,10- > U;t=3rV 
-4,10-i^t [3,2-c][l]^>y5^a^t:>-9-'f ;V)rD/1>T5. KSfc{i 

(17) 3,3,3-h U7;i/:^D-2-ti FDdre/-2-p<.5^;i/-N-(5,5,10- h U :^dFV-4, 10- 

S^t Kn-^j:y'[3,2-c][l]'^>l/^j:lf>-9-r;i/)7'D>'1>7'^ Kd*^ (la) 

-7- 
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•??^^n^(S)-(+)-3,3,3-h U7;i/:^D-2-t. ]*D^S/'-2-p<5^;i/-N-{5,5,10- h U 

•Trfe^^ (16) mmmcDmrnm^m. 

(IS) tfi=iV>M-^yt^z^y^-y^ yu\f^V>. hJVy^ui^>, '^ijyjci-sy 
ho fi^As-^;!/ hPfe/As Thnt:>, V U j;tJf 

±T-$)^ii (16) xg^feii^ (17) mmmcDmrnm^mo 

(19) (a) (I) 




a) 

•e^^ tt^ 3 , 3 , 3- N U n -2- 1: K D :3pS/-2-^ ^;i/-N-(5 , 5 , 10- h U V. 

-4,10-i^h KD^Jiy [3,2-c][l]^>V^^jLt:!>-9-^;V)rp/l>T^ K^fel* 

(20) 3.,3,3-h U7;i/;tD-2-t: FD:3esy-2-^5=-;i'-N-(5,5,10-h 10- 
t^t h'D^o^y [3,2-c][l]^>V^5^jif>-9-'f ;V)rD.''^>T^ KASjS; (la) 
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aa) 

■??^$tl^(S)-(+)-3,3,3-h U7;i/:tD-2-t KD:3F-i^-2-7<^;V-N-(5,5,10- h U 
X^$>^m (19) JllBfg®jarSl&«©t^^;&^. 

NPfc:>>As hnfr^As ThDfc:>s y U 7 3:^i^>:fectt;f 

KRP-197^i: tJf C ;r n e> {31^^^ HSm*^ ^MIR^ V^I'tiA^loJiA 

±T'fe^^ (19) (20) ]lf3«CD3itSlljMJ^<Z)?^5!^^^So 

<b-^ (I) (D^^^izm^^Mmit. m^i^mm^^izm^i^n^mma 
<b-^ti (I) (Dmm^mznm^fi^mmuuh\^xi±s mmi^. mmi^. 
\y-(>mM. y^ji^mi^s m^m.m.m<Dmmmmifii^if ^ti. mm^ 

»sfelfe)tls ma^fi?Jfc:ff^$tl^T>^ni^7A:^tbTt*s Ty^-^2xs =r 
Wiz.^ -fb-^t; (I) 6D^3t;^&{c:ov^Tm0^-r§o 

<b^i^ (I) {is W098/46587fci3«g®;&^£^fc{i^tifc:spbTM3t-r^c:J:AST' 

'fb'^ti (I) tmmm mx^. sMmm^ ^mm&mm) t^^x^ 

-9- 
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*fcs <b^ (I) :^^v^^(Dmm^m^m^^ti^m±. Tia^tdit^mmmt 

^->, >^Dt:^u>, h;i'7^p$^>. ^U73i:^s^>, T^^'^ux m^hhti:^. 

Thnlf>s V';7 3i:hi/X KRP-197 [ONO-8025^ ^U^J^—iS 

n^y^ . . h U— (Bioorg. Med. Chem.) ^ 7#^ 1151-61 

M(1999^). ^U^:t—iJ=.^y'i7':>t,^^ty-^)V'^^X h U — • l^^— (Bioorg. 
Med. Chem. Lett.) s 14-^^ 1807-12M (1998:^) ] :iti^(DxL^m& 

^^TttJ^ :^i*:fi^lc:(i0!l;liil/5O ('fb-^i^ (I) ^feii^cD^S^e^ji^^ 

-10- 
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^^tl^J^/triri U >^J) ~50000/ls »^U<(il/30~10000/U ctp^*b<Ji 
l/20~5000/ls ^ ^ I3$f t b < Jil/lO-lOOO/lCDP^CDJtTrfe 

^(Dmm^mizt^m^Mi^^^mt^Bi^^h. (b) ift:^ u ^j^j^^^tt- ^ 

t l^-i^ig§$ o fejgmT^^^r s c i: * -r § § o 

mammon \-t^i$!>\i^n^o 

U>^j®^ffl*fej*iS#;&^ii:|Biiii3bT^T^^o o.^t)s <ti^ (I) 
^IciM^KtiU ^J;t«WJi:bT^:fe{±mi^®M^J®IIJ^'^fc.-BrJibTs §fSb< 

5o ^tjb\ TIBtDi£il«?iJT*{i:s -fb-^ (I) ^:bT^ (S)-(+)-3,3,3- b U >';1/;^-D 
-2-t; KD^>>-2-p«^;i/-N-(5,5,10-b U>=3pv_4,10-^^b I« D^::cy [3,.2-c][l] 

[ (S)-{+)-N-3 , 3 , 3-trif luoro-2-hydoxy-2-methyl-(5 , 5 , lO-trioxo-4 , 10-dihydro 
-thieno[3 , 2-c] [1 ]benzothiepin-9-yl Ipropanamide] (i^Ts SWiCfi^^ bT<b'D'# 
(la) th^^) ^^fflbfco 

mmi±. (Cheng) ^)®:^^[>^l^-r> • Uit-^ (BrainRes.) s 678#s 

40-48M (1995^) ]l^JpbTfTo:fe:o 

-11- 
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T% 102111 (8-10^i3J;m7-19^CD^,) . ^JEg^S>&l^3jlP^=fTofco ^tz. Jru 
^tlRT>t:->U> (ampicillin. S^^v^iiM ; 150 mg/kg) ®i5^P^t^#:felHl 

His miMmn^Tzo 

(AP-621G; B2|s:^m) fcTliilii Us cm<^JR$rtbfc3}? U •7=i/7s'TK (RMP-6008 ; 
B*^«) ^:f^bT■9-~"T;l/TW (RTA-120'0; H2|s:5feS) ±i3ia^b 

^^wmj<\y. #^iR«ii*s^m-r§®^?«bfeo 3o^&^{c:Byf3o^^cD^a:ft 

m^ax^^fv\ 0mH<&aiJ^b^tJ^^#-|ufgi:bfco Wi-^ (la) (i0.5w/v 
• (ms/^*) %p<5^;H2;vn— :;?;7K^r'S-eimg/raL^;fe^ctoM^^-&feo iicD 
^i^rt*0.5wM^5^;i/^z;i/D-;^7K^r«^ ^ fc#|Rbs O.Olmg/mLcDt^-^ffl^^ 
C'fb^tl (la) ^I^Mbs 1 mL/kg®^»Ti^P^S#bfco tn;=i U > 

(h;V7"D5^>) ti0.5w/v%^5^;i/-fe;i/D— :^7j<:^^£T-3ing/inLi::fe:5J:ot^^ 
b mn^)y^m.^mW$.^ . l mL/kgCD^«T-J^Pig#b:/^o *fcs 

-12- 
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^U-^flfzmWtnmSmt^ e> n > ^S' — (PC-9801NS/R ; NECttM ) "e^W b 7^ 
^>57^^f_ (KW4620 ; ^*^:?7^iy^;i±) tgB^SltJs 01^5^7 r-r;i/^fei*WJ2 
?F^^:7T-r;vhbTi*#bfeo 7^—^ • Excel 2000 (v-r^nv^ > 

5^mtI•:5V^Tti. Hl^fc^ (3>hD~;v) 1^fz.\-mm iih^ (la) s t^C 
3 U >^J, >fb^J^ (la) +ifb=i U >^PJ) ^#^t::felj-6g^mHUiR«iS®;^§^®flt (%) 







0.01 mgAg, p-o. 


3 mg/kg, P.O. 






100.0 


± 


0.0 


100.0 


± 


0.0 


100.0 ± 


0.0 


100.0 ± 


0.0 


mm^ 


117.5 




8.3 


71.9 


± 


7.3*** 


105.9 ± 


24.3 


57.3 ± 


5.7*** 




110.2 


± 


10.5 


62.6 


± 


7.3** 


79.6 ± 


9-7 


37.9 ± 


2.6 « 


5^W^ 


90.6 


± 


11,4 


65.1 


± 


7.2 


70.3 ± 


1L9 


42.8 ± 


4.1 ***^^ 



**P<0.01, ***P<0.001 (3:/KD-7Ui^^:oJt8i) 

^p<o.o5, ^?<om{it^m{\^)^^mt<omo ' 

«P<0.01 {V)\^'ru'Jiy^^mt<0\icm 

(n=9; Student's t-test Wt}t. Aspine-Welch test) 
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0.01 mg/kg, P.O. 


3 mg/kg, P.O. 






100.0 ± 0.0 


100.0 ± 0.0 


100.0 ± 0.0 


100.0 ± 0.0 




109.9 ± 8.0 


61.6 ± 9.8** 


70.4 ± 11.6 


48.4 ± 4.9*** 




90.3 ± 7.3 


53.2 ± 4.9*** 


73,4 ± 8.2 


39.8 ± 5.3*^- « 




92.2 ± 11.0 


56.0 ± 8.3* 


75.5 ± 12.0 


45.3 ± 4.5**'* 



♦P<0.06, "P<0.01, •"P<0.001 >.D-;vPi:©lfciS) 
*P<0.05, ttP<0.01 {h;V7^Dj;>S!#Pi:©J±K) 
(n=9; Student's t-test Aspine-Welch tesO 



±mhtzXoiz. ^mm izw.m mmmm.^ * \±mmmmm^mMi±. ih 
^t) (I) '^fz\'X^o^-mm^m\z.^^-^Mm}i^-n^)yn^fi^Mm-^m9^^ 

\m^-^m.\^xm^\z^m^fc\±n^T^^}it^x^^o 

mmk mfiMs m-^n. ^m^mA. ^^-mmp^^. mumimimk ^ss'fb 
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^Ef^b<(±0.1~200mg/60kg/g7bS3i^-T:fe^o trS =i U >i^J{*. figA-A^feD^ 
0.01~50mg/60kg/H, b < «0.1-10ing/60kg/B^3S^T*fe^o 

mmm i : ^^j cia) ) 

ih^m (la) 250 gs h~;vi598.5 g. WB^ ^) :=i—Jl^mi- h ^) ^ AlOO 

^K^7jC'ir^^lO gs J^^^TU >^-T^;t-i/e7A40 gis J; t>*M-feH z: ^-fbifel . 5 g 

(^7KttMPurepress Correct-12M) T-JT^^froTs ^j^J ( ll^fefe b^i^fig^S- 
25 mg^^Wr^) ^f#feo 



-fb-^ (la) 


25 




mg 




159. 


85 


mg 




10 




mg 




1 




mg 


;^ 7" T U A 


4 




mg 




0. 


,15 


rag 




200 




mg 



■mm 2 : •fyzT'kjm «b^t» (la) ) 
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ih-^m (la) 500 gs %mm ^^^TK^-f^ioo g:^j^n^^v)vmm±h 

LZ-64M)- i^Jiy)s K:i/7°-fe;H# ( 1 ;?7:7°-fe;i/$)fe D 100 mg^S) IC^mV. 



(la) 50 mg 
%M 30 mg 
^ig^zK-ir-r^ 10 mg 
^tf^))Vmm■^V^)^K 10 mg 



100 mg 

mmm {it^m (la) ) 

Wl^m (la) lg*5J^T>*D-x'>^h-;v5g>^aMM^^7Kfc^JnbT?l^bs ^ 

aMM^®7K'r:^S^1000mli:-rSo Ite)^^^^-^^^^:^?^^^^^ :r;i/fc:2ml-ro 
^®a5^3^i^bT^ :a»t^J (l>'W:?';i'fefe?)fSi4^^2mg^^>S-rs) :&#;i,o 



5Bi:& -fb-^ (la) 2 mg 

D-x'V^h— ;^ 10 mg 

7m.i\:x± h u >^ atk^-s mm. 



2.00 ml 

M5^h;i/7^Di^>4gs ^ll300g:}3j:OT#&;^#3^68g^5ig^U i^ntlt Kd 
api/^D t:;v-fe;VD~;^©l0%7k^m2G0g^Ap^^o ci©S^tJ^m&fc<fc t)^-^ 

bs 3t)iabT^^^-frfe^. MJSbfr^ffli^Ji&ji-r^o cmtx^TU^^^^^ 

A8 . ^g-^liViX-Xm-^ bs #8mmCDl^% ^ o tctS^m (#7jc1:±^RT-15^) T"*T^ 
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m:^ ?@5^h;i/7^De;> 2 mg 

150 mg 

m^mm 34 mg 

b KD:?r:^7'Dtr;i/-fe;i/D— 10 mg 

>^^ y';>j^v^;^;^i/»>A 4 mg 

200 mg 

15 -.m^] Ub-^i^ (la) i:?@©Mh;i/7^DS^>©#^J) 

■ (la) 40g. M5^b;i/7^Di;>4g. ?L)|i286g*5 cl;t>*m#^«^)^56g>^?l^ 

U sitifct Fn^s^'rn t:;nr;i/n— ^cD10%7k^r^l20g^Jp^:So cicD^i^tj 
^mSi::cfct)M^U 3t)l&b-r^;)t^-^^fe^s »ib*Ti^ffllM)K^-r«o 
imfcXT^T'iJ >^-^^;?^^>'>A2g<^JPx.T?g'^U S8mm®fip>fe^)ofe#T^;^ 
(^7k1±MRT-15M) TJT^^firoTs ^^PJ (l^^fcD<b^t) (la) 20fflg:feJ:tJ« 

^15 ^h^m (la) 20 mg 

M^^h;U7^D2^> 2 mg 

mM 143 mg 

28 mg 

t l?n:3f$^rD t!;i/-fe;i/D— X 6 mg 

:^y''r^}>m~^ir:^i/r^A 1 mg 

200 mg 

mmme -.mi mm:t^t^-:/^~» 

:^^:t=ap$^:/•5^->4g^ ?L«i300gj3J;tFM#&^^t&68g§^g-^b> dtifct Kn 
dp$/:rDif;i/-fe;i/D—;^©10%7jcS^g200g<^Ja;?.So cicD?g-^^mSfe:j: dj^^ 

u 3ts§ibT^*^^-&fe^s mm.i^fs^mmm.t'r^o cntxT^Tu^^x-^^. 

->'>A8g^^jpx.Tm-^U ^SmmcD^^F^&^joifeJTIS^ (lg7j<ttMRT-15M) -^t!^^ 
froTx ^^J (l^fefcDtStt^^2mg§^>g-r^) ^t#§o 
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mg 



^Lli ■ • 150 mg ' 

^^mWB 34 mg 

b KD:3p$/7*Dfcf;v-fe;i/p— :^ 10 mg 

7.5^T^)>m-^^^t^^A 4 mg 

200 mg 

ih^m (la) 40g. ii^7i-:3rS/:/5=-->4gs f\m%^^%^ x.xim^mmm^g^m.'^ 

U ^ntdfc h'n:3s.->'rDt!;v-fe;i/D-::^cD10%7Kvmm20g%;l]P;l;So iio^^ 

BMUTlgM^Ufe^. ^)|&b*T^ffi»ih-r^o 
CtLfc;^-5^TU>M^^7;^.S/ii;A2g§iJD^t:?S-^U m^mOf^^^^^fzifX^m 
(^zKamT-15M) T'W^^ff^-Cs I^^J (l$^^fct)<fcs^ (la) 20.0mgj3J: 



ih^ (la) 


20 


• mg 




2 


mg 




143 


mg 




28 


mg 




6 


mg 




1 


mg 




200 


mg 



!3 s 3 , 3 , 3- h U y)\^:t P -2-1: K D ^%^-2-:A ^;i/-N- ( 5 , 5 , 10- h U :t 
^V~4,10~S^t KD^3i>'[3,2-c][13^>^/^a:t:>-9-'i';i/)rD/^>T^ 
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1. (a) ^ (I) 




2. 3,3,3- h y7;i/^P-2-b h*D^S/-2-p<^;i/-N-(5,5,10-h U:^-:3f.V-4,10- 
i^t )«D^3iy[3,2-c][l]^>\;^rctr>-9-^;V)rD7^>:p^ 1?AS^ (la) 




T'a^tl^{S)-(+)-3,3,3-h U7;i/:tD-2-b KD:?F^>-2-;><^;i/-N-(5,5,10- h U 
4. (a) ^ (I) 



•19- 



wo 2005/007191 PCT/JP2004/010521 




T-^^ tl ^ 3 , 3 , 3-- h U 7 M D -2- 1 K n ^-2-^ 5^;i/-N- ( 5 , 5 , 1 0- h »; ;r =^ V 
5. 3,3,3- h i; 7;V:4-D-2-t K Ddri/-2-p(5^;i/-N-(5,5,10- h U :r=¥V-4,10- 




(la) 

■^^^tl^(S)-(+)-3,3,3-h ';7;i/:rD-2-t K D^$^-2-pi ^;i/-N-(5,5.10- h U 
7. (a) ^ (I) 
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8. 3,3,3- h U7;i/^D-2-t Fn:3p.>-2-^5=-;v-N-(.5,5,10-b lJ;t=3pV-4,10- 
-^tl KD5^j::y [3,2-c][l]^>\/^ailf >-9— f ;i/)rD>''^>r^ (la) 




.Ta^tL§{S)-(+)-3,3,3-h U:7;i/:^D-2-t h* P^^f S>-2-^ ^;i/-N-{5,5,10- h U 

tJ«KRP-l97;^c^tJf^3^ln^>©ma^a<]^3I^^^n^^i*^f>M#^^*^^v^t'tLMo 

10. (a) ^ (I) 
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(I) 

. 11. 3,3,3- h U 7;V:tD-2-t h'Ddriy-2-p< ^;V-N-(5, 5,10- h U:^=^V 
-4,10->:^b Kn^^aiy [3,2-c][l]^>V^,5^3il^>-9-^;V)rD>''?>7'5 i^^^^^ 

(la) 




■e^^*LS(S)-{+)-3,3,3-h y 7;i/:tD-2-t l«D3p^-2-^^;V-N-(5,5,10-h U 
:t=3pv-4,10-5^t h'D^J:^^[3,2-c][l]^>\;^aifc:>-9-^;V)rn>'1>7'^ h' 

13. ijiu u >^iJi:I^I^lc:*fcl±^^?&gv^-CSiJ^lc#f^ffl-rsfefecD^ (I) 
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-4,10-i^h KD^:n>[3,2-c][l]^>V'^3::t:>-9-r;V)rD7\°>:F^ K^feJi 
14. 3,3,3- h U 7;V:^n-2-t KD:3psy-2-p(5^;i.-N-(5,5,10- h 'J:t^V 
(la) 




T^^ti^(S)-(+)-3,3,3-h U:7;t/:tn-2-t KD:^^'-2-pi5^;i'-N-(5,5,10- h U 
;^:^V-4,10-i^t b'D^oiy [3,2-c][l]^>y5^jit:>-9-^;i/)rn>l>T^ j,. 
"r-fe^lt5f<®$5Hm3:®l3fg03,3,3-h U 7;i/:;^D-2-t KD^$^-2-^5^;i/ 
-N-{5.5, 10-h U:*=3pV-4,10-S^ti h*n^3iy [3,2-c][l]^>>/5=-^t:>-9-f 

u^w-l97:^c$,t^'^ciIn&®MS^6^^3^^^n^m>?>MiR^n^l^t't^>&^^^ 

J^:^±T$)^st5fcO|Bffll|13Jg^fe{iSl4JllBiB®3,3,3-h U 7;i/;?|-D-2-1:i KD:^ 
$^-2-p<5^;i/-N-(5,5,10-h U:^=^V-4,10-S^t: n5^:c^ [3,2-c][l]^>V^^3^ 
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16..- m:^v>mhmmiz^tzitmm^m^^xm^iz^mir^tzisb(D^ d) 

1= o 




(I) 

T*^$tL^3,3,3-h U7;V;<rD-2-t K n:3ri^-2-p< g^;V-N-(5,5.10- b 

17. 3,3,3- h ';7;i/:tD-2-t Kd^->-2-p<5^;1/-N-(5,5,10- h U :^^V 
(la) 




aa) 

•r^^tl§(S)-(+)-3,3,3-h U7;i/3M3-2-t h*D^t/-2-p<^;i/-N-(5,5,10-h >; 
:^=¥V-4,10-i?t h*D^a:y [3,2-c][l]^>\/^a:t:>-9-^;i/)rD/^>7^^ p 

J^±Tfe^ii5{<®$BH016Ili^7^i(i^l7Jil3igcDg^M^i^tlo 
19. (a) ^ (I) 
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0) 

T'^^n^3,3,3-b U :7;i/:^E3-2-fc. ]<Ddf^$/-2-p< 5^;i/-N-(5,5,10- h V:t^V 

20. 3,3,3- h U :7;i/:^D-2-t F D:3ri^-2-^5^;i/-N-(5,5,10- h »;;2h:^V 
-4,10-$^t KD^Jiy [3,2-c][l]^>\;^3it:>-9-f ;i/)rD>''^>T^ 
(la) 




T^$tl^(S)-(+)-3,3,3-h U7;i/:tn-2-t KD:3p.>-2-p<^;v-N-(5,5,10- h U 

OTRP-1 97 Tfe e> t>* {3 :i ti. (Dmm^&d tci^^^ ^ ^ § V ^ -r tlJbH -3 
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